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wo 2005/012259 



2 



PCT/JP2004/010810 



'^yy<:^^'f->', yjV/^:^^^^^^ TVi^y<7.^^i^^ ■kV^<^^'f->s ^ 
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^#fF:S:i^3:Ani. J. Respir. Crit. Care Med. 2003 May 15 ; 167 (10) : 13 
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^#l^5:ife5:Biochem. Biophys. Res. Comiman. 1999 Mar. 24 ; 256 (3) : 5 
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o 
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[iii2]iii2{i. MGus (A) . ^mmf^mnmmm (mds) (b) . a^^i^sk^hmwj^ 
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-6- [4- 73i:=i/V] -2- (3-t°i;v^/M^/U) -2H-t''y ^^v?:/-3 

-;^>'. 5, 6-lf^(4-7<h=3E^v'-73ir:^/V)-2-(4-j5^nnv':^":^5/W)-2H-t'y^:;'>'- 
3-;t>'. 2 — ^Vv^/W 5-(4-^nn:73z^/W)-6-[4-(^^/^^;t-)73i^7^]-2H 
-tfUiJ^v^^-S-:^:/. 2- (4-i5'na^>'v'/l-) -6- (4- i^Y^^yy -5- (4-fc" 

yi;?^/w)-2H-fcryi$^^:^:/-3-:r:/. 5, &-\^MA-?^Y^i^y^=^/v)-2-:i^^jv-2 
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Mass(m/'z) :421(m''), 419 (m""). 
[0035] • 5-(4-:J'nP7ai=:/l')-6-[4-(^^/^^;e-):7ai^/V]-2- 

5_(4_^ncr7ai:=:/W)-6-[4-(^^/U^;e-)7ai:=^/V]-2-(2-t°!;v?/V7«^/'^)-2 
H-t°y^v?>'-3-^>^345mg (0. 822mmol) c7)h/^:3i:/5mL^|^(;iLawesson' s 
^^400mg(0. 989mmol)^AP;t, 100'C-t?2^ra^#LfCo ^J^i^^^t^liJ^nn^jN/V 

/-^=ari^:/=4/l-^5'^D7^;y^i^)T'i^il«®lb||#,T^/^:7T^<bbT^M^b^^^ 
331mg(92. 4%)^#fCo 
[0036] 'H-NMR(CDC1 ) 6 : 2. 46 (3H. s) . 6. 09 (2H, s) . 7. 09-7. 14 (4H. m) . 

3 

7. 21(1H. m). 7. 26-7. 34(5H.ni). 7. 67(1H. m) , 7. 82(1H. s) , 8. 
60 (IH. m). 

IR(KBr)cm"':1593. 1473. 1159. 1099. 
Mass (m/z) : 437 (M"^) . 435 (M"") . 
[0037] • 5-(4-iJ^nn:7ai:=i7l')-6-[4-(p<^/W^;^):73i:=i/^]-2- 

(2-fc°yv^7M^/^)-2H-fc;°yi?'v=^/-3-^;^-:^ ;^^:y:^)Vyir 

5- (4-^nP7ai=/U) -6-[4- {:^^fV^y>r) 73i:=:/P]-2- (2-fc°y-^*/Vp«f^>'V) -2 
H-k°y^5^v^V-3-^;d->'210mg(0. 582mmol) (7)^^?'/— >'P2mL^?^(;i. tKtK?^ 
iPTl mmol/'mL^i5'^;^/l'5iNV^v?;*-=3f^ih:x^?S0. 53mL(0. 53mmol)^JP 
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[0038] g*,^: 215. 0-217. 

'H-NMR (DMSO-D ) 6 : 2. 37 (3H. s) . 2. 45 (3H, s) , 6. 08 (2H, s) . 7. 

6 

15(2H, d,J = 8.8 Hz), 7. 19(2H, d,J = 8.8 Hz) , 7. 31 (2H, d> J 
= 8.8 Hz)> 7. 45(2H, d>J = 8.8 Hz), 7. 53-7. 58(2H, m) , 7. 80( 
IH. s), 8. 06(1H, m), 8. 68(1H. m). 
IR(KBr)cm"':1228. 1169. 1100. 
[0039] ^^m2 

5- n:7ai:=iyW) -6-[4-(p{^/V^;*-) y:j^=-/Ul-2- (3-lf U v^yU^^/W) -2 

H-t°!;^v=^:/-3-;tV ?ii^>:^/l'y:i-^-—h(D^^ 

5- (4-i^a n^ai::^/^) -6-[4- (p<^/^^;r) 73i::^/U']-2- (3-t°y i^/k^^/U) -2 
H-t''y^i;>V-3-:tV226mg(0. 583mmol), lmmol/mL^^:/;^>'WJtc>'^i^ 
:^=3E^f-:/^^0. 59mL(0. 59mmol)<};t)|l»Jl-3)<7)^'^^|^^{C^ab^i5'/ 
— /Wrc— T^/l^^ei^P^^^B^bb. ^^1t#.^^B'f4)^5|5<bLTMib^^268mg(96. 5 
%)^#fcic 
[0040] Sl!,^: 184. 4-187. 1^ 

'H-NMR(DMSO-d ) 6 :2. 35 (3H. s). 2. 45 (3H, s), 5. 53 (2H, s). 7. 06 

6 

(IH. s).7. 10(2H, d.J = 8. 6 Hz) . 7. 17(2H, d, J=8. 6 Hz),7. 25(2H 
,d.J = 8.6 Hz). 7. 44(2H. d.J =8. 6Hz). 7. 93(1H, dd.J = 5. 6. 8. 
IHz). 8. 42(lH>m)> 8. 66(1H. dd,J =1. 2, 5. 6Hz). 8. 94(1H. d.J=2 
. OHz) . 

IR(KBr)cm"^1665, 1227, 1212, 1194, 1156. 

[0041] mmmi (:i-:^y'^^>'^>^(D:^mnmt^^^n) 

^^^KXVWPWfCo MMMtL-X^ monoclonal gammopaties with uncert 
ain significance (MGUS:^i5'P—>"i4(Z):fe^^niyy:/(7)liAPiSr^je)5;i5, 
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^:z^^hmMl^f'^ti^*ti(Dm^^^<D'W^^^l X 10^$r> Cytospin2 (Shando 
n Soutern Products Ltd. Cheshire, UK) ^fflV^T:^/^>^M^^^K-btC^* 

■r;^-jK>^^>^^/i{'ci—^/WgG^ft:(4Cl) (J. Cellular Biochemistry 2002; 8 
4:420-432)^l^^#:^U-C^fflUfc:o ^:^y':t^:y'^^^tl:immm(Dmm^(D-^ 
'i^^^.IgG^^^CPharmingen, San Diego, USA)^^-;«'X'f7''=i^^hc3— /U^bTl 
^^^IstCl^fflbfCo t';^-5^>''fb[>-v*t-v!i7;^IgGfeT:<^: (Vector, Laboratories, Bur 
lingame, USA)^21^in.i^tVX^mVtCo Cytospin^ilLfc;^7'f'K^?&-ry:/n 

y<'-:t^iy^^-\ff^^^O. 3%hydrogen peroxidases^?/— /^^^^(ZJaO^^^^ 

mizxwmi^fco PBS oji^wmmm) xm^m\:f:t^>^[:2i^m.i^t:mmx2mm 

Rj^^-^fCo i5t;?#^^avi din— horseradish peroxidase complex (VECTASTAI 
N Elite ABC kit. Vector Laboratories, Burlingame, USA) ^1B#F^S/^; 
^"^fco ^(D^v?T5y^>'-^:/7^h7tKn^nyK (DBA) ^ffl V ^iTc^KT-^^^it, 

]^<D:kn'^7!)K ■^!?><>^th;t;^x;r*?v^>'^yi^n— ^/HgGfet^4^-c&^4Ci {;i J; 

[0043] Sfc, |I!2(^^-r MGUS (^*A) , ^MJl^^m^JSf^P (^*B) , 

jfe/J>*g^^il'^tt^SE?S(^*C), :iL'|4#®tt&ik?s(^*D), 

[0044] ^goT, ;r;^7";a-7K:/^^{i^:3^n— v^J^S^;ljoV^T#^6^^;l^mbTV^-5r,^J5S 
[0045] ||Jfe«?ll2 (RT-PCR^fe{wJ;6:e-;^-7^:*-^V^>'<7)5)'W) 
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hV:^^-<m}MM<DV^^^<^nmBm^l^. Ramos •y<-^yhT^ym^m(DV:^y<^ 
^B^ia^. Rsijiy^—^iyhV>y<m^m(D]):^y<^mBm^Wi. Kopn-8;pre-B 
m^T^. NALM-16:pro-B^fflJ!l&^, Reh;pro-BJisffli!a^) 

7^^— ; 5 ' -GGACTCCATT GACTCGAACG-3 ' (@a?lj#-^l ) . T^'f-^l^ 
:^Zfy^-^~ ; 5 ' -TAATCTGGACTGCTTGTGGC-3 ' (gB^'J##2) ) V >fc 
RT-PCRfei;iJ;«9^f^b/Co ^tt-€tV(DJ^fflJ}att;il^bTRIZOL^^(Life Technol 
ogies. RockvUle, USA)^fflV^T100ng(DinRNA?f3|t®lb. Z.tli!>>h^tl^tl(D 
cDNASr-^^b/Co PCR«t;T{-i^-<6#%#T\ yty^y':i-^:^'^>^!l^mm£-:f9^ 

TGAPDH (Glyceraldehyde-3-Phosphate dehydrogenase) {::^i"S#M6*J 
Jfe y^^^r-^— (ir:/;^ ; 5 ' -AATTACCACAACCCCTACAAAC-3 ' ( 
ifi?lJ#-^3) , T>'^-fe>'x<.:7"7'f ;5'-CAACTCTGCAACATCTTCCTC- 
3' (gB3?iJ#-^4))Sr^Mbfc:o PCRS4feK*2%T;!5fn-;^y/VT*«^^t&b/^:/K<^ 

[0046] ^(Dl^m. ll]3{C^-rJ:5f-> ^5^^^T'fcSRPMI8226{;iP^li;'^/-^>'K 

[0047] mmmz i^=^:^^>rfuyy'r^-!fmi^^^:^:^T:t^>^XD^m 

in vitroT'3 0 ffiJ^^b. :^^_b^iSr^^bfCo ^n-en(D^Jia(D^#_b?t20 m L 
/6>e>> 4-20%ri5'y/l'T5m^^gay>'WSrffi V >yt4^^<DSDS-PAGEtJlJ;«9^?>' 
^■^i5^M^5>^bfc<^-^. Immobilon P7<^yi/>'(Mmipore, Bedford, USA){C4 
"CTT— lfe;6>ltTi?>'x-?i5^K^f>7>';^7r'-bfCo i?^/-^^Kil:h7>';^7T'-bfcp< 
>':/l^>'{i. 10%;^=a^i^?/^^tO. l%Tween20^'g-tfy>'^i^W?K(PBS)fS:ffiV> 
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n^:y^>1m.i$^(OPN2) (J Cell Biochem 2000; 77: 487-498) ^J^q;tT4t:T' 

J^?$-&fCo ^$fci^Lfc=^RenaissanceK^(NEN Life Science Products, Bos 
ton, USA) ^m^^Xy^/i-M:i—^7b>i^Xm^^'\tX-yi!^-f-J\^^i^mVfz.o 
[0048] ^(D'^^. m4\^^-i-X^K. :t^y':t^'^^XDy<l^hl-iIiPMI8226i:i<Dy^mib 

hti. m(Dm^xnmit>hti^j:f}^-^fco 

xm. m<Dmmwxitm^L.x\^^fj:\,^^t-AiiD7!)^^o 

[0049] mMM4 iELlSAm^^^Skm'P:tP^y":t:^>^XD^M) 

>'ELISA=^rS'h(Inimuno^Biological Laboratories, Gtinma, Japan) ^ffiV* 

^Vtilkm^^^l^f'o y'^~'^im^i^i$.±m'^W:^X^l.tio Mann-Whitney U 
Testtr^ffiV^T^t^^ff^^eofCo pUm. 05J;«9/^^V^i:#(^^^5%*^(D^#) 

[0050] ^(D^m. m5iz^'rxo\^^m^-wmmm^<Dikm^:^^y':^^>"^'^mmi-i. 
}km^:t^T:t^i^^:^mm ^^mm±mmmm ng/mL:#^'i±'frMffiio53 

±957,MGUS 355±205,^iit#309±184; 
#li'l4#M«*fMGUS*5j;tJ«#^# *p<0. 05 
[0051] Ill6{:i, ^^-ffi-frilllS^^Durie&SalmonCD^® (Cancer 1 975; 36: 842- 
54) (CtJ^o-CStage 1(6^), Stage II(^^S»ji4) (12^) , Stage III(?SHIj'f4) ( 

skm^^^T^^^l^'^^^M^ ^^i^m±mmmm. ng/inL;Stage I 389±89 
, Stage II(#^^I!jtt)816±446, Stage III (fSUltt) 1991 ±953, 
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Stage Il(^^tbtt)>tStage I *p<0. 05 
Stage IIl(?Sl!jtt)*f-Stage I. Stage *p<0. 05 

[0052] mia. ^^\t'WMmm^(Dskm'P:t:^'r:t:^l^^'^mm^2^<DMm(Dm-(:it 

¥J^#:±^2pl!illng/mL;'frj^«[-]776±66 
0.'B'^?t[+]l822±994;#^?t[ + ]*J-'fl'^?f [-] *p<0. 05 
[0053] IHSfi, #^tt#itMS#(^Jklgl't>;r:^7^:^-7Ki^^^lt^^2o(DmH(Dr^-t?lt 

] 486 ± 1 69. 'Wm^'W^m^ [ + ] 1498 ± 486 ; #@il|Xi4'fi'«S^^ [ + ] M-W^A 

i\^'\^'W^mwL-i *p<o. 05 
[0054] mmm5 (i^mM^m\^^tiopNm^nmi^m<Diskn) 

. it^!^2tmni-r^)(Dm. II^<2^M#-^W099/25697#<2^^{C|E^$nTV^ 

;l^)-2-i4-^axn-y>'-j-^;U)-2H-\i'])yi^>'-3-:t>'. &.T^t^i^3t^s5.'r^) 
. (2-^>'v^/l^5-(4-:^'nP73i— /V)-6-[4-(;?<^/Uf^;e-)73i=/W]- 

2H-t°yyv^^-3-;r^, J^T'fb-^^4<b^ia-rS) , IIJfe^^!l78(2-(4-i^nn-<>-v^ 
/^)-6- (4- (^h^ v-^^^/l^) -5- (4-t°y :^/U)-2H-t°yy •i^:x-3-;^>'. t^T^li 
-g-i^S^^ia-r-S). :RU«IIJS«r!|163(5. 6-t';^(4-p«h:af-V7ai-/W-2-3i^/^-2 



wo 2005/012259 15 PCT/JP2004/010810 

[0055] 2)it^^(Dmmm^ 

it^l^l—e^s dimethylstdfoxide(DMSO) K^M\^. ^i\:,'^m<O20ramo\/ 
lM^^^^Vk.o •^h\^T>MSO\Z.X^m^^ ^i\L'^^<DQ^ 2, 0. 6. 0. 2mmol/ 
-Lmm^mUX^tL, PS^U/c^MCO. 2-20mmol/'L). #'ft:^i^(l-6)ODM 
SOmm.Wz.\tnMSO{it-^m^¥mimt\.X)^^mM{10%letsA bovine ser 
um(FBS)^;!JPRPMI-1640i*^)^fflV^T1000^^^C:?^|Rb, 0(^»i¥). 0. 2 
. 0. 6. 2. 6. 20nrcio\/'L<D^i\:.-^m{\—&)<DW^^. ^fl^fmUUt.. 
[0056] 3)RPMI8226^fflJlSt^joltS. #'ft:'^i^(Z)OPNM;fc^1]^J<^ffl(^1tf* 

RPMI8226^EBJ3a(?52 X 10^cells/mLiBJ!SMv^|^^f|$^b. 6well plate J;i2mL 
■rosau^rco #welUJ:^L. 2)T*|i®lLfc#j^?S(>fb'^i^l-6<^, «^0(^» 
i¥) . 0. 2, 0. 6. 2. 6, 20iu mol/L©#^?^)^2mL-f o^jfjPbT^^PU #wel 
6cO;!i^^S^. OmmMW).0. 1. 0. 3. 1, 3. lO/xmol/^L^bfCo 
rtte>^^#(^i^fflJ!afi. tu»J^«ibT37°C> 5%CO #^£T-e3 0 r^i^^LfCo 

2 

[0057] tfllEit##> #well(7)ji5HflaSr(HlI|Xb. weU#^CJtela|^=S^t^^bf^:^. -ttV^tT.^ 
S^2X10'cells/mL(^!^^^^lC|^®lb. #^#(D*|B|}S^t>2welUC0. SmLTo 

6(0. ^i^O(#^^APl¥). 0. 2. 0. 6. 2. 6. 20Mmol/L(^#^^^)^. HuWi#*H# 

TSTt:. 5%CO #?tTT?3 0 rai^^bfCo 

2 

[0058] ^^mmmmrT^^. mm±m^eiimmi^u mm±m'p(DOPNmm^. elis 

A}* (Human OsteopontinS!|^dr>yhIBL, W^^^±:^m^^m^m) J-T, @i 
[0059] nhtltcm^Ut-t, SASSulSI*^-«iX'>-— Versions. OSrfflV>TiJiTc^#|l|fiX'^ 

*ffL/co -r^cCt?-^. mm^M^^^vx{it^si^0mmm{Ofimo\yL)mpmo\y 
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50 

[0060] [^1] 





I Cm (iumo 1 /L) 


1 


2. 


0 9 
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2. 


9 1 
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2. 


7 6 


4 


2. 
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5 


2. 


4 2 


6 


1. 


1 2 



[0061] miK^-ti^oK. ^t^m-en, \,^-rtihmtitiopNm^i^Mi^m^^\^fco 
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[1] -^^il) 

Wb2] 




(I) 

b: 
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[3] -laS^ (1) , R';6S4fi(Cig^ig^^Xfi>h'afiyS;6SgJfeU-CV ^-Ct> J;V ^:7al=y^ 

[4] W^^:9-;a^5- (4-i^no73:n7V)-6-[4- (^^/l^^:^) >'ai=.yW]-2- (2-l:°y 

yV-p^^/V) -2H- t°y 5- (4-^5^ n n :7a.::^/V') -6- [4- (^^/V^^d" 
)-7=ii=:-/U2-2-(3-\i'Vi^/V?t^M-2H-\i'V^i^>'-3-:t>'. 5, 6-k';^(4-p<h:ar 
'>73i^yW)-2- (4-i^'^l3v^:/>:^^/^)-2H-t°y^$^>^>'-3-:^V. 2-^>iPjl^5- ( 
4-i^i3in-7^^>'U)-6-[4- (^^/l^^^T) :73i^/^]-2H-t°yi5^v?>'-3-::e->'. 2-(4 
-i^nn^:/>?/V) -6- (4- (^h:^^^^^^^/^) -5- (4-t°y v'— /W) -2H-t°yy v^:/- 

[5] -ii^^d) 




X 



(I) 
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L: 

xm^^^ii'vyi^>^mwxii^(Dm^^^^^k-r^opNm^mmm. 
[6] -^^(1) R'7!)Hm^yiym. ^m. M:m^^hmitti^y^^>^>m^xiimm 

R^^^:^mmif-xi-i^^^y>'miF-7!>mmvx\^ ^xhx\^ ^'7:j^=-^vmxn\i'Vi^/\^m 
At^mmmis(DT/y^^\^>-mxi-immm—4(DT/\^^:=-i^^^Mx»y^n^TM5 

mxi^\i'Vi^/\^mxh9: 
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[8] ^^^5^:^55- a7ai::^yw)-6-[4- i^^/u^yir) 7ai=:/H-2- (2-fy 
/M^>'^) -2H-bf !J^i/^^-3-^;^>', 5- (4-^5^0 n^^^/u) -6- [4- 
):7in— /v]-2-(3-t°yi^/>p<^/W-2H-t°y^?'v^:/-3-;*-:/, 5, 6-«(4-p<h=^ 
$^:73i— -2- (4-^n n -2H-t''y i?' v?:/-3-;*-i^, 2-^:/v?yi/-5- ( 
4-^13 ci^oi-yP) -6-[4- '7:j^=.jU]-2U-\i'W^Jly-Z-:t>'. 2- (4 

-i^pn^:xv?/U) -6- (4- (^h=3rV:7ai=i/U) -5- (4-t°y v^:=^/W) -2H-t°yy v^^-- 
3-^:/, 5. 6-lfP<>(4-^h=3riX7ai-/^)-2-::c^/k-2H-t:°yi/v^>'-3-;^VXf* 

[9] -^^(I) 

Wk4] 



L: 




X 



(I) 
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[11] — l^^(i) . R'/6S4^4J;i:^^i^i^Xftp«h=^^:^S;is«^bTVNTt.J:v^:7ai^/^ 
R^/554{4{c:7«h=¥t^SXfi^^/V^:*-*/55emUfc7ai;:iyWS-e$>«9: 

[12] ^^^5>;a55-(4-i^cia:7:x^7W-6-[4-(^^/W^;^) 73i^7l-]-2-(2-fc°y 

/M^/W-2H-fy:?'v^>'-3-^^>', 5-(4-i^nn7zii=^/W-6-[4-(p<^/Uf^;^ 
)73:=/l']-2-(3-t'yv?>'M^/W)-2H-fc^!J^v?:/-3-;e->'. 5, 6-l:f::«.(4-^h^ 
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4-:J^Dn:7cc^7W)-6-[4-(;^^/U^;r) 7rc^/^]-2H-fc°y^?'>^:/-3-;^->^. 2- (4 
-^n n^i/v^^/k) -6- (4- h^riy ^^^i^yW) -5- (4-b:°y v^^/l^) -2H-t°y v?:/- 
3-;^V. 5, 6-lf;^(4-p<h=^v':73i^yV)-2-ai^yV--2H-t''!J^>?:/-3-;*-:/Xf4 

[13] 



— 6<Dr/^^r/w^;^-S;^^e^51{^i^5lXf:i2^@36sg^^UTV^Tt)J;v^:73z^/^gt^^ 

b: 

^/^;t:y ; gi$IX^^LTt> J;v >T^/;57/V7}?=7US ; j^m^2— 7(DT/W:3f/U;«;/u 




X 



(I) 
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[16] W^^^;5S5- (4-i5'nn"7^c:i/W) -6-[4- (^'^/W^:*-) 7azri/W]-2- (2-fc°ys^ 
/Vp<^/^)-2H-t:°yi5^v^V-3-^;r:/. 5- (4-i^nn^3i=/W) -6-[4-(7«^/l^^:^ 
) 7^^/V]-2- (3-t°y v^/l^^^/V) -2H-t°yi5^v?^-3-;^-:/, 5, 6-lf ;^ (4-p<h:^r 
i^73i^yW)-2-(4-i5'nDi^:/-:f-?/^)-2H-t''y^i;?:/-3-;r:/> 2-^>'-:^y^-5-( 
4-^5^013 >';d—/W)-6-[4-(p<^>'W^:^) :7ai=/V]-2H-t°yyi^:/-3-:*-V, 2- (4 
-i^na^:/v?/V) -6- (4- (7«h=¥-i/73i:::^>'l^)-5- (4-^ y v^— yp) -2H-t°y^v^:/- 
3-;^;/, 5, 6-tf;^(4-^h:3ev':7aizz/^)-2-rn5^/P-2H-t°y^v^>'-3-;^->^X{i 

[17] 

['fbe] 
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(I) 

L: 
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[20] W^fig5>;a55-(4-i^ni37:t:=:/^)-6-[4-(^f^/W^;*-)7ai=^/P]-2-(2-t°!Jv^ 
7M^7W-2H-t°y y v^:/-3-^;*-:/, 5- (4-;?na7i^/U) -6-[4- 
) 73^-/^3-2- (3-fyv?/V^^/W)-2H-fc"'yiJ^v'>'-3-:^>'. 5, 6-br;^(4-^hdr 
^/■73in/V)-2- (4-^^71313 <y>'-;h5/v) -2H-\l°Vyi^'^-3-yirl^. 2-^:/v^/V^5- ( 
4-^nP73i^yU)-6-[4- •7ai^/W]-2H-fc°yi5^>^^-3-;e-^. 2-(4 
-i^np^:/v^/V)-6-(4-(7<h=^i/''73i^/W)-5-(4-fc"'yv>=yW)-2H-fc'y^/t^:/- 
3-;^-^^. 5, 6-tf>^(4-7«h=^v^>'^=^/V)-2-3^^/V-2H-t;°yyv^>'-3-;r>'Xf* 

[21] 



[>fb7] 




X 



(I) 
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b: 

A;d5^^^l-3<^T/^^i^>^SXfij^^ic3-4(^ryW'<>-=^i/:/Strfc6lt5l^^2 
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